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hours of operation and each time a 
change in reagents occurs. 

(d) For manual coagulation tests— 
(1) Each individual performing tests 

must test two levels of controls before 
testing patient samples and each time 
a change in reagents occurs; and 

(2) Patient and control specimens 
must be tested in duplicate. 

[57 FR 7163, Feb. 28, 1992, as amended at 58 
FR 5232, Jan. 19, 1993]

§ 493.1255 Condition: Pathology. 
The laboratory must meet the appli-

cable quality control requirements in 
§§ 493.1201 through 493.1221 and 
§§ 493.1257 through 493.1261 of this sub-
part for the subspecialties for which it 
is certified under the specialty of pa-
thology. All quality control activities 
must be documented.

§ 493.1257 Condition: Cytology. 
To meet the quality control require-

ments for cytology, the laboratory 
must comply with the applicable re-
quirements in §§ 493.1201 through 
493.1221 of this subpart and paragraphs 
(a) through (g) of this section. 

(a) The laboratory must assure 
that— 

(1) All gynecologic smears are 
stained using a Papanicolaou or modi-
fied Papanicolaou staining method; 

(2) Effective measures are taken to 
prevent cross-contamination between 
gynecologic and nongynecologic speci-
mens during the staining process; 

(3) Nongynecologic specimens that 
have a high potential for cross-con-
tamination are stained separately from 
other nongynecologic specimens, and 
the stains are filtered or changed fol-
lowing staining; 

(4) Diagnostic interpretations are not 
reported on unsatisfactory smears; and 

(5) All cytology slide preparations 
are evaluated on the premises of a lab-
oratory certified to conduct testing in 
the subspecialty of cytology. 

(b) The laboratory is responsible for 
ensuring that— 

(1) Each individual engaged in the 
evaluation of cytology preparations by 
nonautomated microscopic technique 
examines no more than 100 slides (one 
patient per slide, gynecologic or 
nongynecologic, or both) in a 24 hour 
period, irrespective of the site or lab-

oratory. This limit represents an abso-
lute maximum number of slides and is 
not to be employed as a performance 
target for each individual. Previously 
examined negative, reactive, repar-
ative, atypical, premalignant or malig-
nant gynecologic cases as defined in 
paragraph (c)(1) of this section, pre-
viously examined nongynecologic cy-
tology preparations, and tissues 
patholoty slides examined by a tech-
nical supervisor qualified under 
§ 493.1449 (b) or (k) are not included in 
the 100 slide limit. (For this section, all 
references to technical supervisor refer 
to individuals qualified under §§ 493.1449 
(b) and (k).); 

(2) For purposes of workload calcula-
tions, each slide preparation 
(gynecologic and nongynecologic) made 
using automated, semi-automated, or 
other liquid-based slide preparatory 
techniques which result in cell disper-
sion over one-half or less of the total 
available slide area and which is exam-
ined by nonautomated microscopic 
technique counts as one-half slide. 

(3) Records are maintained of the 
total number of slides examined by 
each individual during each 24 hour pe-
riod, irrespective of the site or labora-
tory, and the number of hours each in-
dividual spends examining slides in the 
24 hour period; 

(i) The maximum number of 100 slides 
described in paragraph (b)(1) of this 
section is examined in no less than an 
8 hour workday; 

(ii) For the purposes of establishing 
workload limits for individuals exam-
ining slides by nonautomated micro-
scopic technique on other than an 8 
hour workday basis (includes full-time 
employees with duties other than slide 
examination and part-time employees), 
a period of 8 hours must be used to pro-
rate the number of slides that may be 
examined. Use the formula—

No. of hours examining slides×100 

8 

to determine maximum slide volume to be 
examined.

(c) The individual qualified under 
§§ 493.1449 (b) or (k) who provides tech-
nical supervision of cytology must en-
sure that— 
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(1) All gynecologic smears inter-
preted to be showing reactive or repar-
ative changes, atypical squamous or 
glandular cells of undetermined signifi-
cance, or to be in the premalignant 
(dysplasia, cervical intraepithelial neo-
plasia or all squamous intraepithelial 
lesions including human 
papillomavirus-associated changes) or 
malignant category are confirmed by a 
technical supervisor in cytology. The 
report must be signed to reflect the re-
view or, if a computer report is gen-
erated with signature, it must reflect 
an electronic signature authorized by 
the technical supervisor in cytology; 

(2) All nongynecologic cytologic 
preparations are reviewed by the tech-
nical supervisor in cytology. The re-
port must be signed to reflect technical 
supervisory review or, if a computer re-
port is generated with signature, it 
must reflect an electronic signature 
authorized by the technical supervisor; 

(3) The slide examination perform-
ance of each cytotechnologist is evalu-
ated and documented, including per-
formance evaluation through the re-ex-
amination of normal and negative 
cases and feedback on the reactive, re-
parative, atypical, malignant or 
premalignant cases as defined in para-
graph (c)(1) of this section; and 

(4) A maximum number of slides, not 
to exceed the maximum workload limit 
described in paragraph (b) of this sec-
tion is established by the technical su-
pervisor for each individual examining 
slide preparations by nonautomated 
microscopic technique. 

(i) The actual workload limit must be 
documented for each individual and es-
tablished in accordance with the indi-
vidual’s capability based on the per-
formance evaluation as described in 
paragraph (c)(3) of this section. 

(ii) Records are available to docu-
ment that each individual’s workload 
limit is reassessed at least every 6 
months and adjusted when necessary. 

(d) The laboratory must establish 
and follow a program designed to de-
tect errors in the performance of 
cytologic examinations and the report-
ing of results. 

(1) The laboratory must establish a 
program that includes a review of 
slides from at least 10 percent of the 
gynecologic cases interpreted to be 

negative for reactive, reparative, 
atypical, premalignant or malignant 
conditions as defined in paragraph 
(c)(1) of this section that are examined 
by each individual not qualified under 
§§ 493.1449 (b) or (k). This review must 
be done by a technical supervisor in cy-
tology, a cytology general supervisor 
qualified under § 493.1469, or a 
cytotechnologist qualified under 
§ 493.1483 who has the experience speci-
fied in § 493.1469(b)(2). 

(i) The review must include negative 
cases selected at random from the total 
caseload and from patients or groups of 
patients that are identified as having a 
high probability of developing cervical 
cancer, based on available patient in-
formation; 

(ii) Records of initial examinations 
and rescreening results must be avail-
able; and 

(iii) The review must be completed 
before reporting patient results on 
those cases selected. 

(2) The laboratory must compare 
clinical information, when available, 
with cytology reports and must com-
pare all malignant and premalignant 
(as defined in paragraph (c)(1) of this 
section) gynecology reports with the 
histopathology report, if available in 
the laboratory (either on-site or in 
storage), and determine the causes of 
any discrepancies. 

(3) For each patient with a current 
high grade intraepithelial lesion or 
above (moderate dysplasia or CIN–2 or 
above), the laboratory must review all 
normal or negative gynecologic speci-
mens received within the previous five 
years, if available in the laboratory (ei-
ther on-site or in storage). If signifi-
cant discrepancies are found that 
would affect patient care, the labora-
tory must notify the patient’s physi-
cian and issue an amended report. 

(4) The laboratory must establish and 
document an annual statistical evalua-
tion of the number of cytology cases 
examined, number of specimens proc-
essed by specimen type, volume of pa-
tient cases reported by diagnosis (in-
cluding the number reported as unsat-
isfactory for diagnostic interpreta-
tion), number of gynecologic cases 
where cytology and available histology 
are discrepant, the number of 
gynecologic cases where any rescreen 
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of a normal or negative specimen re-
sults in reclassification as malignant 
or premalignant, as defined in para-
graph (c)(1) of the section, and the 
number of gynecologic cases for which 
histology results were unavailable to 
compare with malignant or 
premalignant cytology cases as defined 
in paragraph (c)(1) of this section. 

(5) The laboratory must evaluate the 
case reviews of each individual exam-
ining slides against the laboratory’s 
overall statistical values, document 
any discrepancies, including reasons 
for the deviation, and document correc-
tive action, if appropriate. 

(e) The laboratory report must— 
(1) Clearly distinguish specimens or 

smears, or both, that are unsatisfac-
tory for diagnostic interpretation; and 

(2) Contain narrative descriptive no-
menclature for all results. 

(f) Corrected reports issued by the 
laboratory must indicate the basis for 
correction. 

(g) The laboratory must retain all 
slide preparations for five years from 
the date of examination, or slides may 
be loaned to proficiency testing pro-
grams, in lieu of maintaining them for 
this time period, provided the labora-
tory receives written acknowledgment 
of the receipt of slides by the pro-
ficiency testing program and maintains 
the acknowledgment to document the 
loan of such slides. Documentation for 
slides loaned or referred for purposes 
other than proficiency testing must 
also be maintained. All slides must be 
retrievable upon request. 

[57 FR 7163, Feb. 28, 1992, as amended at 58 
FR 5232, Jan. 19, 1993; 58 FR 39155, July 22, 
1993]

§ 493.1259 Condition: Histopathology. 

To meet the quality control require-
ments for histopathology, a laboratory 
must comply with the applicable re-
quirements in §§ 493.1201 through 
493.1221 of this subpart and paragraphs 
(a) through (e) of this section. All qual-
ity control activities must be docu-
mented. 

(a) A control slide of known reac-
tivity must be included with each slide 
or group of slides for differential or 
special stains. Reaction(s) of the con-

trol slide with each special stain must 
be documented. 

(b) The laboratory must retain 
stained slides at least ten years from 
the date of examination and retain 
specimen blocks at least two years 
from the date of examination. 

(c) The laboratory must retain rem-
nants of tissue specimens in a manner 
that assures proper preservation of the 
tissue specimens until the portions 
submitted for microscopic examination 
have been examined and a diagnosis 
made by an individual qualified under 
§§ 493.1449(b) or 493.1449(l)(1) of this 
part. In addition, an individual who 
meets the requirements of §§ 493.1449(b), 
493.1449(l)(1) or 493.1449(l)(2), may exam-
ine and provide reports for specimens 
for skin pathology; an individual meet-
ing the requirements of §§ 493.1449(b) or 
493.1449(l)(3) may examine and provide 
reports for ophthalmic pathology; an 
individual meeting the requirements of 
§§ 493.1449(b) or 493.1449(m) may exam-
ine and provide reports for oral pathol-
ogy specimens. 

(d) All tissue pathology reports must 
be signed by an individual qualified as 
specified in paragraph (c) of the sec-
tion. If a computer report is generated 
with an electronic signature, it must 
be authorized by the individual quali-
fied as specified in paragraph (c) of this 
section. 

(e) The laboratory must utilize ac-
ceptable terminology of a recognized 
system of disease nomenclature in re-
porting results.

§ 493.1261 Condition: Oral pathology. 

To meet the quality control require-
ments for oral pathology, the labora-
tory must comply with the applicable 
requirements in §§ 493.1201 through 
493.1221 and § 493.1259 of this subpart. 
All quality control activities must be 
documented.

§ 493.1263 Condition: Radiobioassay. 

To meet quality control require-
ments for radiobioassay, the labora-
tory must comply with the applicable 
requirements of §§ 493.1201 through 
493.1221 of this subpart. All quality con-
trol activities must be documented.
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